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Clarification of pathophysiology of drug-induced lung injury focusing on
drug-primed bone marrow cells
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To clarify the mechanism of drug-induced lung injury (DILD), we hypothesize
that the lung response to an initial insult, such as bleomycin (BLM) treatment, alters the phenotype
of bone marrow (BM) cells such that they will contribute to exacerbation of DILD. Cells from BM of

control or BLM-treated donor mice were transplanted into naive recipient mice. Upon BLM treatment
recipient mice transplanted with BM from BLM-pretreated donors showed significant exacerbation of
fibrosis relative to mice receiving BM from controls. Moreover B7H3 positive cell numbers were
solely upregulated among analeed B7 family molecules. These effects were also noted in BLM-treated
mice that were pretreated with a suboptimal dose of BLM, but were abolished if the mice were

transplanted with BM from naive mice. These results suggested that B7H3 played a role in the
pathophysiology of DILD.
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